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DETAILED ACTION 

The amendment filed January 7, 2008 (hereinafter referred to as "the response") has been entered. 
No claims were amended. 

Accordingly, Claims 1-48 remain pending in the instant application. 

In the response filed December 13, 2006 Applicants elected Group II, Claims 43-48. Because 
applicants did not distinctly and specifically point out the supposed errors in the restriction requirement, 
the election has been treated as an election without traverse (MPEP § 81 8.03(a)). The elected invention is 
drawn to a vector comprising a nucleotide sequence encoding GAD. In the response filed March 23, 
2007 Applicants confirmed their election. 

Applicants further elected with traverse the species adeno-associated viral vector for prosecution 
on the merits. The traversal is on the grounds that the generic claims are patentable. This is not found 
persuasive because, contrary to Applicants' assertion, the rejections set forth below demonstrate that the 
generic claims are not allowable. When no generic claim is finally held to be allowable, the claims are 
restricted to the elected species. In the response filed March 23, 2007 Applicants confirmed their 
election. 

Claims 1-42 are withdrawn from further consideration pursuant to 37 CFR 1.142(b) as being 
drawn to a nonelected invention, there being no allowable generic or linking claim. Election was made 
without traverse in the reply filed on December 13, 2006. 

Accordingly, Claims 43-48 are examined herein. 

The rejection of Claims 43-48 under 35 U.S.C. 103(a), as being unpatentable over U.S. 
2004/0101514 Al (Liu et al., priority to March 14, 2000), is withdrawn in view of the arguments set forth 
at pages 8-10 of the response, which demonstrate that the effective filing date of Liu et al. is May 1, 2003. 
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Claim Objections 

Claims 43-48 remain objected to for encompassing non-elected subject matter. In view of the 
rejections of the generic claims, non-elected species should be deleted from the claims. Following an 
election of species requirement, when no generic claim is finally held to be allowable, the claims are 
restricted to the elected species. Appropriate correction is required. 

Claim Rejections - 35 USC§ 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 43-46 and 48 stand rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter which was not described in 
the specification in such a way as to reasonably convey to one skilled in the relevant art that the 
inventor(s), at the time the application was filed, had possession of the claimed invention. 

Vas-Cath Inc. V. Mahurkar, 19 USPQ2d 1111, clearly states that "applicant must convey with 
reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was in possession 
of the invention. The invention is, for puqwses of 'written description' inquiry, whatever is claimed" (see 
page 1117). Applicant is reminded that Vas-Cath makes clear that the written description provision of 35 
U.S.C. 1 12 is severable from its enablement provision. 

The claims recite "a post-transcriptional regulatory element" but the specification only describes 
the woodchuck hepadnavirus postregulatory element (page 35, lines 4-8). The specification does not 
describe any other post-transcriptional regulatory element suitable for use in the claimed vector. 
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The Guidelines for Written Description specifically state that "[t]he claimed invention as a whole 
may not be adequately described if the claims require an essential or critical feature which is not 
adequately described in the specification and which is not conventional in the art or known to one of 
ordinary skill in the art" (Federal Register, Vol. 66, No. 4, page 1 105, column 1 and MPEP 2163(I)(A)). 
The post-transcriptional regulatory element recited in the claims is an essential element of the claimed 
invention. 

Where the claims recite "a post-transcriptional regulatory element" the claims encompass a genus 
of genetic elements that are not described. Thus, the claims cover the use of a genus of genetic elements, 
while providing a description of only a single post-transcriptional regulatory element. Therefore, the 
specification fails to describe the entire genus of elements, as recited in the claims. 

In evaluating whether the written description requirement is met for genus claims, it is first 
determined whether a representative number of species have been described by their complete structure. 
In the instant case, only a single species is described. This clearly would not be considered a 
representative number of species. Next then, it is determined whether a representative number of species 
have been sufficiently described by other relevant identifying characteristics. In the instant case, the 
requisite genetic element has not been described by relevant identifying characteristics. This limited 
information is not deemed sufficient to reasonably convey to one skilled in the art that Applicants were in 
possession of the entire genus of "post-transcriptional regulatory elements" covered by the claims, at the 
time the application was filed. Thus, it is concluded that the written description requirement is not 
satisfied for the claimed vector comprising any "post-transcriptional regulatory element." 

Applicants are reminded that the written description requirement is severable from the 
enablement requirement. In re Barker, 559 F.2d 588, 194 USPQ 470 (CCPA 1977), cert, denied, 434 
U.S. 1064 (1978); Vas-Cath, Inc. v. Mahurkar, 935 F.2d 1555, 1562, 19 USPQ2d 1111,1115 (Fed. Cir. 
1991) (While acknowledging that some of its cases concerning the written description requirement and 
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the enablement requirement are confusing, the Federal Circuit reaffirmed that under 35 U.S.C. 1 12, first 
paragraph, the written description requirement is separate and distinct from the enablement requirement 
and gave an example thereof). An invention may be described without the disclosure being enabling 
(e.g., a chemical compound for which there is no disclosed or apparent method of making), and a 
disclosure could be enabling without describing the invention (e.g., a specification describing a method of 
making and using a paint composition made of functionally defined ingredients within broad ranges 
would be enabling for formulations falling within the description but would not describe any specific 
formulation). See/n re Armbruster, 512 F.2d 676, 677, 185 USPQ 152, 153 (CCPA 1975). 

At page 8 of the response, Applicants assert that Schambach et al. (November 2000) provides 
evidence that one of ordinary skill in the art would know how to use appropriate posttranscriptional 
regulatory elements in the construction of the vector of the invention. However, while the cited reference 
describes two additional posttranscriptional regulatory elements that enhance gene expression, the cited 
reference is a post-filing reference and therefore does not demonstrate what was conventional in the art at 
the time of filing. Accordingly, one of ordinary skill in the art would not have had the benefit of the 
teachings of the cited reference at the time of filing. The effective filing date of the instant application is 
May 23, 2000. 

To the extent that the claimed compositions are not described in the instant disclosure, Claims 43- 
46 and 48 are also rejected under 35 U.S.C. 1 12, first paragraph, as containing subject matter which was 
not described in the specification in such a way as to enable one skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and/or use the invention, since a disclosure cannot teach 
one to make or use something that has not been described. 

Thus, the specification only provides an enabling disclosure for vectors comprising the 
woodchuck hepadnavirus post-transcriptional regulatory element. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 43-48 are rejected under 35 U.S.C. 103(a) as being unpatentable over U.S. 2002/0028212 
Al (Geoffrey et al., filed March 21, 1995) in view of Loeb et al. (1999, Human Gene Therapy 10: 2295- 
2305). 

Claims 43-48 are directed to a vector for expression of GAD in cells of the central nervous 
system comprising: a tissue specific promoter operably linked to a nucleotide sequence encoding GAD 
and a post-transcriptional regulatory element. 

Geoffrey et al. disclose the construction of an adenovirus vector comprising a gene encoding 
GAD67 under the control of RSV-LTR (see Example 1). The reference further discloses that the RSV- 
LTR promoter is advantageous for the expression of GAD in neive cells and that the neuron-specific 
enolase promoter is particularly advantageous for expression in nerve cells (paragraph 0028). The 
reference further discloses that AAV vectors arc particularly useful because they integrate into the 
genome of cells, are not involved in pathologies in man, and infect a broad spectrum of cells (paragraphs 
0023-0024 Geoffrey et al. further disclose that recombinant vectors encoding GAD are useful for treating 
and preventing degenerative neurological diseases (abstract and throughout specification). 

Loeb et al. (1999) disclose enhanced expression of transgenes from adeno-associated virus 
vectors with the woodchuck hepatitis virus post-transcriptional regulatory element (WPRE). The 
reference further disclosed that the WPRE evolved to stimulate the expression of intronless viral 
messages. The authors recognized that this ability to enhance expression could be useful in nonviral and 
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heterologous viral gene delivery systems if it retained its function in these heterologous contexts. 
Accordingly, the authors analyzed the ability of WPRE to elevate the expression of a cDNA encoding the 
green fluorescent protein (GFP) in these contexts. They found that the WPRE can stimulate the 
expression of GFP when the gene is delivered by transfection or fransduction with recombinant AAV. 
The authors note that their results demonstrate that the WPRE will be an effective tool for increasing the 
long-term expression of transgenes in gene therapy. 

In view of the teachings of Geoffroy et al. to develop vectors, including AAV vectors, encoding 
GAD for treatment of degenerative neurological diseases, and further in view of the fact that the reference 
explicitly discloses that AAV vectors are particularly advantageous and that the neuron specific enolase 
(NSE) promoter is particularly advantageous for driving expression in nerve cells, one of skill in the art 
would have been motivated to follow the guidance in the reference to produce an AAV vector comprising 
an NSE promoter driving expression of a GAD coding sequence. The skilled artisan would have further 
been motivated to use the WPRE to further enhance expression of a GAD cDNA transgene, in view of the 
teachings of Loeb et al. One of skill in the art would have anticipated a reasonable expectation of success 
in producing the vectors because only standard molecular biology techniques are required to combine the 
various elements known in the prior art to produce the vector. 

Therefore, the claimed invention would have been prima facie obvious to one of ordinary skill in 
the art at the time of the invention. 

Conclusion 

No claims are allowable. 

Patent applicants with problems or questions regarding electronic images that can be viewed in 
the Patent Application Information Retrieval system (PAIR) can now contact the USPTO's Patent 
Electronic Business Center (Patent EBC) for assistance. Representatives are available to answer your 
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questions daily from 6 am to midnight (EST). The toll free number is (866) 217-9197. When calling 
please have your application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent Electronic 
Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent 
Electronic Business Center is a complete service center supporting all patent business on the Internet. 
The USPTO's PAIR system provides Internet-based access to patent application status and history 
information. It also enables applicants to view the scanned images of their own application file folder(s) 
as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Anne-Marie Falk, Ph.D. whose telephone number is (571) 272-0728. The examiner can 
normally be reached Monday through Friday from 9:00 AM to 5:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Peter 
Paras, can be reached on (571) 272-45 17. The central official fax phone number for the organization 
where this application or proceeding is assigned is (571) 273-8300. 

Any inquiry of a general nature or relating to the status of this application or proceeding should 
be directed to (571) 272-0547. 

Anne-Marie Falk, PhD. 

/Anne-Marie Falk/ 

Primary Examiner, Art Unit 1 632 



